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(54)Title: NOVEL ANTHRACYCLINE COMPOUND DERIVATIVES AND MEDICINAL PREPARATIONS CONTAINING 
THE SAME 

(57) Abstract 

Di-, tri- or tetramers of anthracycline compounds which can be obtained by treating anthracycline compounds having an anticancer 
activity with an alkali and thus chemically binding these compounds directly to each other. Medicinal preparations comprising a 
high-molecular block copolymer/drug complex wherein the high-molecular block copolymer composed of a structural part of a hydrophilic 
polymer and another structural part of a hydrophobic polymer forms a micelle having the shell made of the hydrophilic part and a di-, tri- or 
tetramer of an anthracycline compound is contained optionally together with other drugs in the hydrophobic core. Medicinal preparations 
comprising a high-molecular block copolymer/drug complex wherein a high-molecular block copolymer composed of a structural part of a 
hydrophilic polymer and another structural part of a hydrophobic polymer forms a micelle having the shell made of the hydrophilic part and 
an anthracycline anticancer agent is contained in the hydrophobic core and capable of giving one hour after the intravenous administration 
to CDF1 mice of plasma anthracycline anticancer agent level (% of dose/ml of mouse plasma) of at least 10, when the anthracycline 
anticancer agent level in the preparation administered is taken as 100. These medicinal preparations have a potent drug effect but a low 
toxicity. 
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% to W 6 

> h + I * « 3 - 7 ; a f * £ <D # U x * 

U>^'J3-^(PEG-NH 2 ) (»fin, 200) 
20. 0 g £ N , N-5>^f***A7JF(DMP) 100 
ml K ® f» L o * © ft \Z 0 - «L > 'J )V - L - 7 X /< ;|/ -f - 
^N-*A*>l|*ft (BLA-NCA) 15. 0 g £ Jn 
* . 3 5 t o I « ± i fii L AH 2 4NF^fi^Srti;*?f-,yto 

20»lil|^Lfc, :ni: 2 Nii^iA ■* 
pH£|J|£4<bLx ?85®7k£ftl;l£«£2 0 »J y h * K L 

(7 = ^ y c H 2 . ®n»M®<D#®$?m= 1 0. 0 0 0 ) 
*ffi^T, *«U*ft*«»)2L*:. » l> Tf , » » tt * x ,1, * 
>»S!^ ; J->^ft^lll (7>/<-MHR-120B) * 5 

At»v»TiiLfc. «§?m«[^«jBEfli«e. *&c*i»ieftL 

B£tt(PEG-P (Asp. )) 21. 26g*»fc 0 C © 
PEG-P (Asp. ) 7. 5 0 1 g^DMF 1 2 5in I irjg 
m I * 6 r "fe h x h U * 1 2 5m 1 £ fa x. 0 * •> 
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9 d ^ * > * ij A, # W 5 K ( D C C ) 12. 9 9 2 g*Joi 
5 # fffl « # & . 7F977-f f> 111 3 . 6 5 4" ' g £ D M F 
250ml C 8 (g U iJ x f A 7 ; > 1 . 1 4 m 1 4 g Jfl L t 
» « *• Jo * c K^T'x Iif»fiiLtJA<b4^liilS«!Stffc 0 
£ie&l%«l*7krSft2 5m 1 £flnx.5#RIUf#Lfco 2 0t IBS 
1 = 1 2 , 000-14, 000) * Jfl H T a U? L 
*: & * »ai:i!)DCCft*oa»*iiLfco » ft £ * n - 
7r'T'<-SIHftiia8B ( 7 $ n > C H 2 . RB ft tt ii IBS © # 
■ f 0, 000) * ffl O T ffil « L . * £ A D V A 

NTEC UK - 5 0 (^|^?i = 5 0, 0 0 0 ) ©1^ 
»«llT?|!B^»i8t5:ii:J;0«»L, 7KUTv^->> 
2ng/ml (&##ft#Klt-C- 4 8 5 n m ©!RiR 
«**)£&) ®*)Si[2 7 0 m I *|t 0 tt&tlfcP-EG-P 
(Asp. ) ADRli6<fiE5t; (2) © «t £ £ W L . R , tt y 

^ g . r 2 in 'j y f i/ > a , r, «y f r 4 © - $ 

tt*»*T«!)ttiaiBa*a;(3) [ Y li C H 2 OH, Z li H ] 

> R, l± * & £ & L , n = 3 2 5 , m = 3 0 x x = 8 T * -5 0 

7 PJ 7 7 ^ •> > £ *r $ |i 3 2. 4 % T' * * & # * £ & £ 
^ L 0 C © P E G - P (Asp. ) ADRfD12mg/ml 
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( T K >J 7 t -f 5/ > * * ) © * ft 1 m 1 <>: , ,4 C«||»Lfc7 

K'J7 70>i«Sl 1. 9 3mg£DMF3m 1 Kfem I 

iflf2BiBiafl!Lfc, a m (»mn=?m= 1 2. 0 0 0 ~ 

14, 0 0 0 ) tll>TatlrU»ADVANTEC U K - 
50 (^i»?i 5 0, 000) ©PSn«i&18iT<R8ft»i§-*-S 

fi ® * * » 3 . 0ml *»fc 0 i^nfc**»liEl 8l:i 

7 K v 7 t w •> y -e * t> % © © e - ^ ji 7 K !j 7 7 o > a 2 

(DO r o - K f - Mi # >J 7 - i: L fc 7 K 

5/>T*8, 7PJ770> ( <D f - 9 ) ©««« 

1. 29mg/mlt?<fc*) N 7 K 'J 7 T Y J/ >C 2 i# (@f 

- * ) © « K li 1 . 36mg/mlT-*ofc 0 7 PJ 7 7 -f •/ 

>i7K9 7v>f->><02*«:©S«itttl:l. 05ffc, 
o H P L CO*S*fr|iX|||| 3 tH - T45o 

Hi en 7 

^IW6t?ft«LfcPEG-P (Asp. ) A D R © 1 2 m 
g / m 1 (7F>J770>»I) 0*ttft2, 0 8ml £ x 
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1 « C £ » L 7 K 9 7 f />lli9. 8 6 m g £ D M F 

6. 2 5 m 1 Kmm I b 'J x f- ;b T i > 3 . 3 ju 1 * jS§ L A: 
«tti*S^LJ6*T^ia-e2i^ra«^Lfco 3 0t St 
fi- 1 2, 000-14. 0 0 0 ) ^Hl'tiSffLtliAD 
VANTEC U K - 5 0 (^i^^* = 5 0. 0 0 0 ) <D 1 

S&i*-ISI&Jtg£<*E3IS£!*J©7KiS«2. 3 m 1 £ f§ „ £ 
*lfc*««li01 9i:itHPLC0?07 h/fAHLT 

<-> 0 H * <D © t* - * tt r k y 7 v >r > t- * *> . ® © f e - ? 

li 7 M77-T J/>(0 2I{|!t*!), ® © 7 n - K f - ? ii 
#y-e-lc|g^Lfc7 PJ 7 7 -f ^TU. 7 K U 7 V -f •> 
> ( <D tf - 9 ) © S 8 tt 3 . 41rag/mlT*»5, 7 Pi 7 
7^>>0 2*ft ( © f - * ) © « K 0 . 9 5 m g / m 1 T' 
*ofc 0 r h' ij 7 7 -f W i 7 h''J 77^ i/>®2ifl:(Df I 
Jtttl : 0. 2 8 T * o fc o HPLC©«je*#«H«|«34 
1 - T- 5 „ 
H % W 8 

fr^igy h*S/i«-*|3-7W7ot*|o#ijxf 1/ 
>r>;3-*(PEG-NH 2 ) (^fiM, 500) 
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20. 0 g * N , N-J>y f **AA75 |f (DHF) 100 
m 1 fcvig *?Lfc 0 IZ 0 - < > i? )l - L - T X '< )l 

h-N-*^,f >Si*« (B L A-NC A) 15. 0 g £ Jn 

* . 3 5t©a?S±l||!|!L<£*<b2 4^Pll^Rjj;^}T-,fc 0 

*»1II»U^5, I6*t0. 5 N * H it + h 'J 

^A^^ttctucjox., 2oaH«#Lfc. ; n i: 2 n i i ^ a 

*.pH*»»4£L, II*«tDiLil«2 0 'J » h )l \z ft §? 

Lfc*pH*4ciiLfc, *v-7T4'<-mmftmM$im. 

(TU>CH2,^H|8»l»fi-iO, 000) 
ma, *8fe*£*)igL*: 0 a » « * x * 

A*«^T»«Lfc. «Hi«e*«ffi«ig % s&fc**«*LT* 

* 0 * * 1/ > $r U 3-*-* »7X/<5*>|^D y * # S & 
<* ( P E G - P (Asp. )) 19. 0 1 g * f§ fc e COPE 
G-P (Asp. ) 5. 010g*DMF83m]|;jg«PL§ 
6K7t hiH|*8 3ml tJoifc. 5> •> * d ^ * 
f****S>-T5K<DCC) 8 . 693g*jD*5#R8«tf 
l» 7P"J770>Hi 2. 445g£DMF167ml 
Kl»LMJif*75> 7 5 9fl l*SsflDLfcfcfc£*in;L*: 0 
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a»Tra#L**<&4l*MRJtS*tffc. K ft tl 0 . 5 
7m]*fc*.5ftlflattlfc. Slfrtl (5r 
i^?l= 1 2. 000-14, 000) ^ffl^xaWLfct, 
»«i:J;0 D C C4*oaR*HI±Lto »fc£ADVANT 
EC UK-50(#!j#;p*=50.000)©PBtti«iBJB& 
Tl^titKiCJlDIIU T K U 7 v -f ♦> > £ * 
1 2 m g / m I (&fl.#3feft&ff-T4 8 5 nm©iRJKJ:t)3¥tfl) 
®*»«185mU»fc 0 »UfcPEG-P (Asp. ) 
ADRttglJfB^ (2) <D « it * # L > R, U * * * £ „ R 2 tt 

»)ttwiea*a;(3) [ysch, oh, zbb] , r, 

* £ £ L . n = 350. m = 3 2 . x = 8 T * S 0 7 K U 7 v 
>T->>^W^I±3 0. 2%T'**#£fftt*fctt£L^L*: 0 

C © P E G - P (Asp. ) ADR©12mg/ml ( 7 K U 
7^-Y 0*gi«2 Ora 1 i x 7 K 'J 7 v Y ■> > S i 

£564. 0 mg4DMF6 0rall:iSSLMJxf;l/7 5> 

i 7 6/i i *&tiQitz®mtt:m&imftTmmT'2mr$»w 

Lfc. 8«fK 2, 000-14. 0 0 0 ) £ ffl 
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TEC UK-50(#li#^«50.000)©|lgfl.«ffiJ8& 

T-mnma-tzztuxQinw^ mm t -tz . j ^ c o . 4 5 n 

EISI»!&]©*i$ft5 9. 4ml*ifc 0 Hb^ifc^/SftliH 
20i:^tHPLCO^D7|<y7A^f Lti^fc, EI*®© 
h* - ? (i T P V 7 7 ^ "> > t? i *3 % @ <D t° - ? Ji 7 K 0 T T -f 
->>©2«(*-e*») N (D © 7 o - K <£ t' - Mi )f 'J 7 - i: g § 
Lfc7 PJ77^>VU*S e 7 PJ 7 7 ^ •> > ((Dk'-n 
© « Kli 1. lOmg/ml-C**), 7Fn70i«2i 
f* ( © f - * ) © ft « (i 3 . 07mg/ml-e*ofc o 7 K 
'J 7 "7 -f •> > i 7 h''J770>(D2|ft(DilJtlil : 
2. 7 9T*o^ c H P L COMS^ttliHM3 i^-f* 
* o 

gtfePJ 9 

Xlfcf!8-CftftLfcPE. G-P'(A«p. ) A D R © 1 2 m 
g / m 1 (7 K 'J 7 7-< J/ > © * fS ft 1 0 m 1 £ . 7 K 

'J77-f 5/>i|i3 2. 0mgHMF30mli:iS»U 
U x * * 7 5 > 1 0. 0 1 Zfoljaltz®m£ZM&l&ftT 
SflT?2B#HHf#Lfc 0 mvr® ( ^ ® ^ ^ * = 1 2. 000- 
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1 4. 0 0 0) iffi^TllrtfclAfttXfilfiMLfc, * 
Kf?&J5?LADVANTEC UK-50 ( # ® # ^ ft"'= 

so. ooo) omHnmm-cmHam-tzztizjiQinm, 

ft It I o $ ^ I: 0 . 45^07^^-*ffl^t«aLT7* 
n9^1d»-I»j«^#glfifl®*»tt9. lml *m 
fco ^^*lfc*^fftl±EI2 1lC^-5 u HPLCO^n7hr-7A 

* t L T U fc 0 0*®©f-Mi7K'J77>f -/yt*^ <D 
© h* - ? li 7 K'J770>fl21#T*»), <D © 7 d - Ktt 
^ - ? Ii * 'J 7 - |; fe^ L fc 7 PJ 7 7 ^ •> > t 4 ? o 7 K 'J 
7 T -f * > (®^-n 0»Slil. 98mg/mlT*t). 
7F'J770>C2I» ( (2> h* - * ) © ft K tt 0 . 12mg 
/mlT*ofc 0 7 K »J 7 v 5/ > £ 7 K U 7 t -f -> > © 2 M 

# © fi S Jt li 1 : 0. 0 6 T * 0 HPLC©ft£ftft|*X 
Jfi 0J 3 

^iW 8 7?ff« L /; P E G - P (Asp. ) A D R © 1 2 m 
g/ml ( 7 K 'J 7 -7 •> > & g ) © * ft ft 5 m 1 £ 7 K U 7 
70>|»ifi5 1. 4mg*DMF 1 5ra 1 CSRL MJ 

i ^ >b 7 5 >i 6. 0// i z&tiaitzmmtzm&L&ytT 
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iaT2«ffffltt#Lfc 0 2«r|j| (^I^fH2. 000- 
14. 0 0 0 ) tA^rltf lUAKi mm fell/:, 
*fc«&A?LADVANTEC UK-50 ( # B # ? « 

so. o o o) ®mnM®m-?mt\.&&tz>zt\zj:y)in9!i, 

* 16 L c $ ^ I: 0 . 45A®7<*^-tJ|HTHLT^ 

»fco i^ftfc*jg«iiH22l:itHPLC(D?D7f/7 
i**LTi»t 0 H + <D©e-*tt7 K t v -r •> > -e * & % 
®o^jii7nj770><o2i#-e*^ d © y □ - k f 

4 t' - Mi f 'J 7 - |; g § L fc 7 Pi 7 7 -f •> > t i 5 o 7 K 

■J 7 v >r •> > (®f-n o a at it i . 04mg/ m iT*t>, 

7nj77^>>o2I#(®f-n<D«ltli0. 8 8 m g 
/ m 1 T- * o „ 7F'J770>t7l>'iJ770>(D2l 
# © B » Jt i* 1 : 0. 85T4,fc 0 HPLC©aji£&#|ifS 

m m m i c 2 ) -e fe $ l 7 nj 7 v o 2 i » 

103. 5Bg47PJ770>ilH9. 1 m g £ D M 
F 6 5ml|:j§|LfciS$i, 8 Tft* L fc P E G - P 



WO 97/12895 PCT/JP96/02789 

5 1 



(Asp. ) ADROl2mg/ml (7 PJ 7 7 -{ "> > ft 

©tk««2 3m i t z m & i m it t ! i fl-e 2 ^niiff l 

fco ( # @ # ¥ « =12. 000-14. 0 0 0 ) £ ffl 

I'TlffLfclADVANTE C UK-50 ( # H # ? S = 

50. ooo)<DmH.»m®-zmftmmtz>zt\zj:*)ftM. 

I i L fc . $ b l: 0 . 4 5n<07<A^-tffll<TaiLT7' 

*§fco lbnfc*gftliH23i:ftHPLC0707|>j'7 
i L t l> fc 0 H4>(Dot-Mi7 F'J770>t4(i, 
® © t* - Mi 7 M77^'/>(D2H|iT*!l, <D © 7 d - K 
t° - * « * .j 7 - & & L 7 K 'J 7 7 O > f i i o 7 K 
•i77>f •>> (®b'-M ©SRlil. 13mg/mlT*>») x 
7PJ770>02H)i (D||tt2. 76mg 

/ m 1 1? * o 0 T F 'J 7 7 -f > i 7 PJ 7 7 O > C 2 1 
»©fifiJt«l : 2. 4 4 T * fc o HPLCOifflJl^ftiill 

H ft W 1 2 

**«8-pft«LfcPEG-P (Asp. ) 1. 0034g 
£ D M F 1 6 . 7ml C»|LS&i:7t l--PjAi6. 7 
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m I * iDi to *J •> * o ^ * i/ )U iJ )V # *J 4 X K ( D C C ) 

1. 7 5 0 4 s*ftl*.5amflt#ft > y*y-?>< 

474. 4mg£DMF33. 3 m 1 I: *H L h >J x f A 7 

> i 5 2 A i *^*DLyt^tt«-)!iDx., mu-zAnmRfcZittzo 

K 16 « 0 . 5%#»*tefc3. 3ml * In i 5 » 18) L t „ 
atfrIK(#Ii# : P*=12, 000-14. 0 0 0 ) 
3 *r L * & . «ia»w«kt)DCC4*©jtia^^*Lfc„ « a* * 
ADVANTEC UK-50 (#®#^*=5 0, 000) 
©K*««JRTH*»«*S££l;:j;»)«|6L, ^ * y v -f > 

> & # T- 1 2 m g V m I (mft$ftftmftT~ 4 8 5 n m © (R JR 
«fc t> » tH ) ©*fcfc3 6ml£il|fc 0 8£ft*:PEG-P 
(Asp. ) DAMIiUES (2) © *l it * W L . R , li y f- 
Jim. R a liMJ^^I, R 3 liy f;H, r , © - m u 

tiffiEaS*; (3) [YliCH, , ZliH] , 
R* «7K**SL> n = 350x m = 32. x = 8 T * * 0 ^ 

to C © P E G - P (Asp. ) DAM©12mg/ml (y 
•^v-f © * ft 7 m 1 £ > 7 K 'J 7 v •> > jtg & 

£17 9. 8mgBMF2 Ira I i;ML MUf *7 - > 
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5 5. 9 u i * sssn l tzmm i * m & as # t mux- 2 mmmw 

L 0 3 tff K ( # II # v ¥ S 1 2 , 000-14. 0 0 0 ) £ ffi 
^T3«f Lfc»ft«*»^KiLfc, :n**i:Iil»LAD 
VANTEC U K - 5 0 1 = 5 0, 0 0 0 ) O 

T-Kttii«*-SC±lcJ:!>fcllU « » L , S * ic 
0. 4 5 pl V ? 4 ;H-iffil>TigLT^D 7 ? * & # - 
£#J8&#E3SSSS!aj07kfcftl6. 5ral*ifc 0 ib*ifc^ 
« ^ li 0 2 4 l:^t H P LCO^dt ^7At*LTl'fc, 

UTv^->>©2«<*:T*t). ® <D 7* n - K tt tr - * tt # y v 
-^fe^L^y»>y^^->>T** 0 7 K !) 7 7 -f •> > ( ® f 
- * ) ©SKlil. 07mg/mlT*»), 7 PJ 7 7 o > 
02i# (@f-M 0«Sii 3 . 26mg/ m iT*o^ e 
7 F « 7 7 O > i 7 PJ77-f •>>0 2fi#<Dfilklil : 
3. 05T'*ofc o H P L Coai3£^^t±^«6^J3 i^ — T* 

* o 

«? e m 2 

CDFUx©7^0|fiS!SKTi:7^^)i)iCo 1 o 
n 26*BB§!£|*«L > 12B&K0e*6j0j6**:(i7Tftfi£l 
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fc-/n«, *&m&#-8S*Jtg£#|g|gSi!3K £ li 1 4 C <K & L 

tzr k y t t i/^jgK^^t^aRrtics^tfco ^ i $j li ^ i 

***fcffl***LTffl^fco H: 4 « 1 5 5*\ 1 , 4 , 2 4, 
4 8l$Fa&JcrtQft&tf&«|«8£fcajLfco * 5/ > * 1/ - •> 

tf£RSI*©36UW«K£#«>*: 0 * IS H T' li 7 K'J 7-7^ =y > 
t 7 K'J7^^->>©2«ft*<*lC 14 Cglia$nT^5 0 & J* 
L tzmn*<D T KUTT-f 5>>fttf7 PJ7 7O><0 2i# 
© & ft fi £ 1 0 0 £Lrt:t#©ifii5&lm 1 4* © 7 K y 7 v 
-f f & 7 K 'J 7 °? 4 •>>©2i#©Alti ( % o >f 
Do s e / m 1) ©&B*£fl:£3t3fc*f- 0 iji &J © 7 K U 7 t 

Ct»fcDS««Oi»|!5<il8Lt^fc, ft «c 7 KJ770> 
©2fifr(DJt$)!l<^V^||]5fi0iI6CDEIi|S!^jT^ai4©|o|±*<«k 
») K « T * „ «;4Lfc3l»J*<D7 PJ 7 t -f ■> ^ J if 7 K 

1 g + © 7 K 'J 7 V -f •> > R 7 PJ770>(D2I#(D6 
ft * ( % of Do s e/g) og^tfl:*^ 4 t:*to t 
ifr K K It * g £ If S ( % o f Do s e/g) © & B# g 
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it * s 5 ic * -t o * » c *? ^ t tt * & q © tg gg $g *q ^ io m m m 

i><mm<D T K U T v •> LA:ii&K.fct-<3g^i£ 
< m ft to K « ^Ltl>{ ©icftL. JUSfiBfll;: I* 
£ #J *< & « L . «B&»lc*tDLTW><«fl*i*&ttfc 0 #J^T 
K»J T v ^ ->>©2S#©Jt^*<i^f|&W6©gliS&&jT-II 

is m m 3 

CDF 1 * x©v*7.eD#<l!lSB&Tfcv«}x*BgjBC o 1 o 

n 2 6 mmz&m i , is « © # «u< 1 o o m m 3 m&izm 1 

mw&&&mmmm. t tz \tr k»jtv^ >> > & mmz 1 a 1 

m 4 Bmm. ftz®nmt*iK&*§- ( a # , * bj -e ^ * ) 

mm %i m * tkm l tz 0 nmmsommmMiz^ixummo 1 

Tffl^fco tfc&^Slit-^THPLC^ov h ? 9 A C * # 
5(Doe-?©7 K'J J/>ii:j»ILTia^fc B & *j © 

ft IS *S 3& Uli , IS 8 if 51 Eft «SU ■ *JH*v**»*£5WjeLfc 0 
*£&££6£B12 5x 26, 2 7 t:^t, 7 h* 'J 7 ? O > ^ 
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* t>< ae he s n ^ „ 

£ ffl 01 4 

n 2 6lBtt«i*ttL* 8 B » I: H JfiW 8 i li 9 f ft « L fc 

*i«litltl*i:Jil|SiLtffli>fc 0 »#«15», l „ 
4. 2 4. 4 8B#rflfMcifottRtf£8«g£ttaiLfcoW«» 

lt« # © 7 K 'J 7 7 •> > R 7 PJ7TO>«21*«) 

100Ufcti0||linliji(D7K'J77O>0i ( % 
o f Dos e/ml) x ft 4 L fc « O 7 K 'J 7 t -f J/ 
>©2«#©«£l OOiLfciMMlra ] * © 7 PJ7 
v>f>>©2«(*©«K ( % o f D o s e / m 1) ®g|| 
*ft*a7lc^*- 0 7 K"J77^5/>o2i#OJt**<an|| 

** * *>*mum: ttm + mm&tum i < &±i x » * 0 & # 

L *: & 3] * © 7 F'J770>«itl 0 0 i Lfci |01i 
ill Btfl)7 K'J77^/>(DI (« of Dose/g) 
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^ I tzMMtp <D T PJ77^/>C21(|[C1*1 0 0 i 

Lfc££©H«ffll&l g * O 7 K 1 "; T v W ->:/©2«{*©S 
{% of Dose/g) OglJJ!ft**8i:*t, TK'J 

t * * >, > <d 2 m # *> it m # n n m n b <o & m & m ? \t m m 

J6 ffl fll 5 

CDF Wx®7-)x®SIIigTi:7-)^|iCo ] o 
n 26IISi^tU llBftK:«ttM8. 10*fc{±12 

2 4B#|BJ&lCifilttRtf£|I«lg*« l Btfco t«$«t^^^T 
i»l*jilllllLHPLCTilll£t4;ii;J;f) N Ifil £ & BIB # 
©7 K U 7 "? 4 i/ y 1k.X} 7 KU7T-fS/>©2«{*©*R* 

# & rt: 0 S4LfcHSI4'07K'J77'f->>01^i 00i 
Lfc£&©jfiiafclmlc$j(D7 PJ 7 7 ^ •> > O § ( % 0 f 
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